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2a )□ This action is FINAL. 2b)^ This action is non-final. 
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5) Q Claim(s) is/are allowed. 

6® Claim(s) 1-35. 58-64. 66 and 68 is/are rejected. 

7) Q Claim(s) is/are objected to. 
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Application Papers 
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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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DETAILED ACTION 

Applicants' response, which included cancellation of claims 36-57, 
addition of new claims 58-69 and amendment to claims 1-35, filed on 3/10/2009, is 
made of record. Claims 1-35 and 58-69 are now pending. Newly submitted claims 65, 
67 and 69 are directed to an invention that is independent or distinct from the invention 
originally claimed for the following reasons: In paper dated 9/9/2008, applicants have 
elected Group II, compound of formula I wherein X=C. The newly added claims 65, 67 
and 69 relate to non-elected compound of formula I wherein X=N. Since applicant has 
received an action on the merits for the originally presented invention, this invention has 
been constructively elected by original presentation for prosecution on the merits. 
Accordingly, claims 65, 67 and 69 are withdrawn from consideration as being directed to 
a non-elected invention. See 37 CFR 1.142(b) and MPEP § 821.03. Again claims 1-35 
and 58-64, 66 and 68 will be examined to the extent they embrace the elected subject 
matter. In view of applicants' response all 112 rejections and 101 rejection made in the 
previous office action have been obviated and or rendered moot due cancellation of 
claims. However, the following rejections are applied to currently pending claims. 
Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-35, 58-64, 66 and 68 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for making pharmaceutical slats, does 
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not reasonably provide enablement for solvates. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the invention commensurate in scope with these claims. 

In evaluating the enablement question, several factors are to be considered. 
Note In re Wands, 8 USPQ2d 1400 and Ex parte Forman, 230 USPQ 546. The factors 
include: 1 ) The nature of the invention, 2) the state of the prior art, 3) the predictability or 
lack thereof in the art, 4) the amount of direction or guidance present, 5) the presence 
or absence of working examples, 6) the breadth of the claims, and 7) the quantity of 
experimentation needed. 

1 . The nature of the invention and the state of the prior art: 

The invention is drawn to compound of formula I, or a pharmaceutical^ 
acceptable salt, solvate ... thereof. Specification is not adequately enabled as to how to 
make solvate of compounds of formula (I) Specification has no example of solvate of 
the instant compounds. Specification on page 18, recites solvate thereof but there is no 
enabling of such compounds. 

The compound of formula shown in claim 1, embrace pyrazolopyrimidine (X=C, 
B=C) and triazolopyrimidine(X=C, B=N) compounds substituted with variable groups, 
R 1 , R 2 , R 3 , R 4 and R 5 . 

Even a cursory calculation of the number of compounds embraced in the instant 
formula (I) based on the generic definition of alkyl, aryl heteroaryl, heterocyclyl, 
substituted aryl, heteroaryl, arylalkyloxy, arylalkylthio etc would result in millions of 
compounds. This is of course not the accurate number and the true number of 
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compounds would far exceed this number of compounds. Thus, the genus embraced in 
claim 1 too large and there is no teaching of any solvate or hydrate of this large genus. 

Search in the pertinent art, including water as solvent resulted in a pertinent 
reference, which is indicative of unpredictability of hydrate formation in general. The 
state of the art is that is not predictable whether solvates or hydrates will form or what 
their composition will be. In the language of the physical chemist, a hydrate of organic 
molecule is an interstitial solid solution. This phrase is defined in the second paragraph 
on page 358 of West (Solid State Chemistry). The solvent molecule is a species 
introduced into the crystal and no part of the organic host molecule is left out or 
replaced. In the first paragraph on page 365, West (Solid State Chemistry) says, "it is 
not usually possible to predict whether solid solutions will form, or if they do form what is 
the compositional extent". Thus, in the absence of experimentation one cannot predict if 
a particular solvent will solvate any particular crystal. One cannot predict the 
stoichiometery of the formed solvate, i.e. if one, two, or a half a molecule of solvent 
added per molecule of host. Compared with polymorphs, there is an additional degree 
of freedom to hydrates, which means a different solvent or even the moisture of the air 
that might change the stabile region of the hydrate. In the instant case of hydrate a 
similar reasoning therefore apply. Water is a solvent and hence it is held that a pertinent 
detail of West, which relates to solvates, is also applicable to hydrate 

In addition, an additional search resulted in Vippagunta et al., Advanced Drug 
Delivery Reviews 48: 3-26, 2001, which clearly states that formation of hydrates in 
unpredictable. See entire document especially page 18, right column section 3.4. Note 
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Vippagunta et al., states "Each solid compound responds uniquely to the possible 
formation of solvates or hydrates and hence generalizations cannot be made for series 
of related compounds". 

2. The predictability or lack thereof in the art: 

Hence, the solvates or hydrates as applied to the above-mentioned compounds 
claimed by the applicant are not art-recognized compounds and hence there should be 
adequate enabling disclosure in the specification with working example(s). 

3. The amount of direction or guidance present: 

Examples illustrated in the experimental section are limited to making the 
compounds not related to solvates and hydrates. There is no example of a solvate or 
hydrate of instant compound. Over 158 compounds were shown in the examples of the 
specification each of which has come in contact with water and other solvent but there 
is no showing that instant compounds formed solvates or hydrates. Hence it is clear that 
merely bring the compound with solvent or water does not result in solvate or hydrate 
and additional direction or guidance is needed to make them Specication has no such 
direction or guidance. 

4. The presence or absence of working examples: 

There is no working example of any solvate or hydrate formed. The claims are 
drawn to hydrate, yet the numerous examples presented all failed to produce a solvate 
or hydrate or even hydrate. These cannot be simply willed into existence. As was stated 
in Morton International Inc. v. Cardinal Chemical Co., 28 USPQ2d 1190 "The 
specification purports to teach, with over fifty examples, the preparation of the claimed 
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compounds with the required connectivity. However ... there, is no evidence that such 
compounds exist... the examples of the '881 patent do not produce the postulated 
compounds... there is no evidence that such compounds even exist." The same 
circumstance appears to be true here. There is no evidence that hydrates of these 
compounds actually exists; if they did, they would have formed. Hence, there should be 
showing supporting that solvates and hydrates of these compounds exist and therefore 
can be made. 

5. The breadth of the claims & the quantity of experimentation needed: 

Specication has no support, as noted above, for compounds generically 
embraced in the instant claims would lead to desired solvate of the compound of 
formula shown therein. As noted above, the genus embraces over million compounds 
and hence the breadth of the claim is broad. The quantity of experimentation needed 
would be an undue burden on skilled art in the chemical art since there is inadequate 
guidance given to the skilled artisan for the many reasons stated above. Even with the 
undue burden of experimentation, there is no guarantee that one would get the product 
of desired solvates of compounds embraced in the instant claims in view of the pertinent 
reference teachings. 

Also, note MPEP 2164.08(b) which states that claims that read on "... significant 
numbers of inoperative embodiments would render claims nonenabled when the 
specification does not clearly identify the operative embodiments and undue 
experimentation is involved in determining those that are operative.". Clearly that is the 
case here. 
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Genentech Inc. v. Novo Nordisk A/S (CA FC) 42 USPQ2d 1001, states that "a 
patent is not a hunting license. It is not a reward for search, but compensation for its 
successful conclusion" and "[p]atent protection is granted in return for an enabling 
disclosure of an invention, not for vague intimations of general ideas that may or may 
not be workable". 

MPEP 2164.01(a) states, "A conclusion of lack of enablement means that, based 
on the evidence regarding each of the above factors, the specification, at the time the 
application was filed, would not have taught one skilled in the art how to make and/or 
use the full scope of the claimed invention without undue experimentation. In re Wright, 
999 F.2d 1557,1562, 27 USPQ2d 1510, 1513 (Fed. Cir. 1993)." That conclusion is 
clearly justified here. Thus, undue experimentation will be required to make Applicants' 
invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-32, 34, 35, 58-61, 63, 64, 66 and 68 are rejected under 35 
U.S.C. 102(b) as being anticipated by Williams et al. WO 02/06421 1 . 

Williams teaches several triazolopyrimidines as thrombin inhibitors, which include 
instant compound of formula I wherein B is N, and composition. See formula shown in 
page 2 and note when R 4 = NH(CH 2 ) n R 7 , with the given definition of R 1 , R 2 , R 3 and R 7 , 



Application/Control Number: 1 0/581 ,499 Page 8 

Art Unit: 1624 

the compounds taught by Williams include instant compounds. See entire document. 
Especially, see pages 2-14 for various choices of variable groups and preferred 
embodiments. See pages 14-37 for examples of compounds made, which include 
instant compounds of formula I wherein B=N. See pages 52-106 for process of making 
these compounds including intermediates. See Examples 1-23 (pages 106-129). 

Claims 1, 2, 4, 7, 8, 14-17, 19-21, 23-28, 34, 35, 59-61, 63, 64, 66 and 68 are 
rejected under 35 U.S.C. 102(b) as being anticipated by Reiter et al. Journal of 
Heterocyclic Chemistry, 32(2), 407-17, 1995; CA 123: 112014, 1995(CAPLUS Abstract 
provided). 

Reiter teaches several triazolopyrimidines which include instant compounds 
claimed in compound of formula I. See six compounds shown in the CAPLUS Abstract. 
Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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Claims 1-35, 58-64, 66 and 68 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Williams et al. WO 02/06421 1 . 

Williams teaches several triazolopyrimidines as thrombin inhibitors, which include 
instant compound of formula I wherein B is N, and composition. See formula shown in 
page 2 and note when R 4 = NH(CH 2 ) n R 7 , with the given definition of R 1 , R 2 , R 3 and R 7 , 
the compounds taught by Williams include instant compounds. See entire document. 
Especially, see pages 2-14 for various choices of variable groups and preferred 
embodiments. See pages 14-37 for examples of compounds made, which include 
instant compounds of formula I wherein B=N. See pages 52-106 for process of making 
these compounds including intermediates. See Examples 1-23 (pages 106-129). 

Williams does not exemplify all compounds of formula I with various choices of 
R 1 , R 2 and R 3 with a given choice of R 4 = NH(CH 2 ) n -R 7 for various choices of R 7 . 
However, Williams teaches equivalency of the compounds exemplified in pages 14-37 
and examples 1-23 with those generically claimed for compound of formula I. Hence, it 
would be obvious to one trained in the art to make compound of formula I including 
instant compounds with the guidance provided in the exemplified compounds of 
Williams and expect them to have the use as thrombin inhibitors. 

Claims 1-35, 58-64, 66 and 68 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wegner et al. DE 4008181. 

Wegner teaches several triazolopyrimidines as herbicides which include instant 
compound of formula I wherein B is N, and composition. See formula I shown in page 2 
and note with the given definition of R 1 , R 2 , R 3 and R 4 , the compounds taught by 
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Wegner include instant compounds. See entire document. Especially, see pages 2-5 for 
various choices of variable groups and preferred embodiments and process of making. 
See page 8 for examples 1-8 of compounds made, which include instant compounds of 
formula I wherein B=N. 

Wegner does not exemplify all compounds of formula I with various choices of 
R 1 , R 2 , R 3 and R 4 . However, Wegner teaches equivalency of the compounds 
exemplified in examples 1-8 with those generically claimed for compound of formula I. 
Hence, it would be obvious to one trained in the art to make compound of formula I 
including instant compounds with the guidance provided in the exemplified compounds 
of Wegner and expect them to have the use as thrombin inhibitors. 

Double Patenting 

A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101 which states that "whoever invents or 
discovers any new and useful process ... may obtain a patent therefor ..." (Emphasis 
added). Thus, the term "same invention," in this context, means an invention drawn to 
identical subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re 
Ockert, 245 F.2d 467, 114 USPQ 330 (CCPA 1957); and In re Vogel, 422 F.2d 438, 164 
USPQ 619 (CCPA 1970). 

A statutory type (35 U.S.C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting rejection 
based upon 35 U.S.C. 101. 

Claims 65, 67 and 69 are objected to under 37 CFR 1 .75 as being a substantial 

duplicate of claims of I, 60 and 61 respectively. When two claims in an application are 

duplicates or else are so close in content that they both cover the same thing, despite a 

slight difference in wording, it is proper after allowing one claim to object to the other as 

being a substantial duplicate of the allowed claim. See MPEP § 706.03(k). Note when 
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X=N, the compounds and composition of claims 66, 65, and 69 are same as that of 
claim 1, 60 and 65. 

Conclusion 

Any inquiry concerning this communication from the examiner should be 
addressed to Venkataraman Balasubramanian (Bala) whose telephone number is (571) 
272-0662. The examiner can normally be reached on Monday through Thursday from 
8.00 AM to 6.00 PM. The Supervisory Patent Examiner (SPE) of the art unit 1624 is 
James O. Wilson, whose telephone number is 571-272-0661 . The fax phone number for 
the organization where this application or proceeding is assigned (571) 273-8300. Any 
inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (571) 272-1600. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAG. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-2 17-9197 (toll-free). 



A/enkataraman Balasubramanian/ 
Primary Examiner, Art Unit 1624 
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